SUMMARY When there is villus atrophy in a jejunal biopsy, intraepithelial lymphocyte (IEL) mitosis correlates with a diagnosis of coeliac disease. We have examined the significance of IEL mitosis in jejunal biopsies with normal villi. Counts of IEL per 100 villus enterocytes, and IEL mitosis per 1000 IEL, were carried out in 81 jejunal biopsies. Thirty one were from patients with coeliac disease or dermatitis herpetiformis, and many of these, from treated patients, were histologically normal; 40 were from patients with other diagnoses, selected to include biopsies with a high IEL count (>40 IEL per 100 enterocytes) but normal villi. Three coeliacs and 10 dermatitis herpetiformis patients had an IEL count of less than 40, and no IEL mitoses were found in these biopsies. Two dermatitis herpetiformis patients had IEL counts of 43 7% and 43-9%, with no IEL mitoses, but in all other coeliac and dermatitis herpetiformis biopsies high IEL counts were associated with IEL mitotic indices between 0-05% and 1-77%. In the noncoeliac, non-dermatitis herpetiformis group, no IEL mitoses were found in the 22 biopsies with IEL count less than 43%. In the others, IEL counts ranged from 44-8% to 127-0%, and IEL mitoses were present, with mitotic indices ranging from 0.06% to 0-49%. This work shows that IEL mitosis in a jejunal biopsy is not specific for coeliac disease, but occurs whenever there is an increased density of IEL within the villus epithelium.
In untreated coeliac disease, intraepithelial lymphocytes (IEL), fewer in number than normal, are packed into the flat surface epithelium so that the count of lymphocytes per 100 villus or luminal enterocytes is high.' These coeliac IEL are larger than IEL of non-coeliacs, many are crossing the basement membrane, and some are in mitosis. 2 Mitotic properties of IEL have been examined in detail by Marsh, who suggests that a high mitotic index of IEL (>0-2%) is a pathological feature specific for gluten sensitive enteropathies. He found that IEL mitotic index clearly distinguished coeliac disease from other conditions with flattening of the jejunal mucosa and malabsorption,3 and that a low IEL mitotic index identified patients with a flat jejunal mucosa which was not due to coeliac disease. 4 A high count of IEL is occasionally found in an otherwise normal jejunal biopsy -that is, where there are normal villi, crypts, epithelium and lamina propria infiltrate.5 In our experience (unpublished), this is not uncommon in gluten free diet treated coeliac patients, and a high IEL count is also found from time to time in non-coeliac patients. We We did not set out to establish a normal range for IEL mitotic index, and most of the biopsies used were from patients with gastrointestinal symptoms or diseases. The complete absence of IEL mitoses in jejunal biopsies from six healthy adult volunteers, however, tends to suggest that IEL in mitosis are a pathological feature of the jejunum, even if the mitotic index is fairly low. Indeed the majority of non-coeliac subjects studied by Marsh had an IEL mitotic index of 0-0%.3 4 The limited study we have carried out in biopsies from coeliac and dermatitis herpetiformis patients confirms that both IEL mitotic index and IEL count are high in treated patients who still have partial villus atrophy. Although there were a number of gluten free diet treated patients with normal villi, normal IEL count and no IEL mitoses, some had high IEL counts, of similar magnitude to the patients with partial villus atrophy. On the other hand, there was a tendency for the IEL mitotic index to be substantially higher in the dermatitis herpetiformis patients on a gluten containing diet than in others, and the index was also higher in coeliac biopsies with partial villus atrophy when compared with the group of biopsies with normal villi. The shifts in relationship between IEL count and IEL mitotic index with diet and with improvement in villus architecture, deserve further investigation.
The results of greatest interest are those obtained in the heterogeneous group of non-coeliac patients with high IEL counts but otherwise normal biopsies. Clearly, mitosis of IEL is not a feature specific for coeliac disease but occurs in all of the conditions in which IEL are infiltrating the epithelium in large numbers. The cut off point at an IEL count of 43% suggests that values above this are indeed abnormal, and not merely at the top end of the normal range. Indeed, we have recently reported that intestinal permeability is abnormal in similar patients with a high IEL count but normal villi.7 It is not known whether the lymphocyte infiltrate causes the abnormal permeability or whether the two are unrelated but parallel manifestations of a subtle abnormality in intestinal anatomy and function.
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